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David, 
 
We need to conclude this process. 
 
As I have acknowledged, and you seem to acknowledge in your latest e-mail, the grading of this 
outcome can be debated, and there are arguments for considering the certainty of the evidence as 
“moderate”, and there are arguments for considering the certainty of the evidence as “low”.  
 
I proposed a compromise: We simply grade the evidence for this outcome as Low-moderate. The 
authors have accepted to use the term “may” (usually indicating low certainty evidence) when 
describing the certainty of the evidence, rather than the term “probably” (usually indicating 
moderate certainty). They have also accepted not to use any categorization of the effect size. The 
integrity of our researchers cannot be stretched much more than this.  
 
After seeking advice from Andy Oxman, I see two ways forward: 
 

1. You accept our proposition. 

2. We identify an arbitrator that we both agree on, who will pass a judgement on this specific 

issue, and this issue only, i.e.: Whether to grade the certainty of the evidence for this 

outcome as Moderate, Low, or Low-Moderate. We would have to agree that this is the only 

unresolved issue blocking publication of the review, and you would have to commit to not 

introducing any more new issues prior to publication. We would both have to commit to 

accepting the arbitrator’s judgement, whatever that may be. Andy proposed that we ask 

Gordon Guyatt to act as arbitrator.  

Please come  back to us with your view on these options.  
 
If neither of them are acceptable, the authors and I see no alternative other than to withdraw from 
this process. 
 
Atle 
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Further to my scribbled note, I thought I would lay out my thinking so that you can consider how this
might align with yours?

The basis is the important presentation of the absolute results for fatigue at the end of treatment:
SMD -0.66, 95% CI -1.01 to -0.31, 7 studies, 840 participants, low certainty evidence, re-expressed
MD -3.4, 95% CI -5.3 to -1.6, scale 0 to 33

My initial preference was to think of the GRADE rating in terms of the effect estimate. So the effect
estimate exceeds the best assessment of MCID. BUT, the spread of likely true effects spreads down
to 1.6, so I would downgrade for imprecision on this basis.

One other approach would be to think of the GRADE rating as being predominantly about direction
of effect. I would accept that we are moderately confident that the true effect is of benefit –so
moderate quality evidence. But in doing so, one would have to acknowledge that the size of the
effect might not be above a MCID. Therefore both the expressions below are plausible:

- Low certainty evidence of a clinically important difference
- Moderate certainty evidence of a benefit that might, or might not, be clinically important.

My thinking on this was much influenced by a paper Gord Guyatt referred to at the Taormina
Conference (which Lillebeth attended), which he described as creating a new paradigm of thinking
about GRADE and imprecision in Cochrane. I’m just about to go into a meeting but will dig it out
again and re-read it to check my understanding/memory.

I hope this is helpful, and thanks for your work in trying to reach a resolution. To be clear, that is still
my strong preference.

With best wishes

David

Dr David Tovey FRCGP Editor in Chief, The Cochrane Library,
Cochrane Editorial and Methods Department Cochrane Central Executive
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David, 
  
Out of the three issues, I believe there is only one major problem, and that’s the first point, i.e. the 
assessment of the certainty of an effect on the fatigue-outcome. 
  
Let me address the two other issues first (number 2 and 3). 

Number 2, Minimal important difference for the fatigue outcome: We agree that exactly how big an 
effect needs to be to be labelled “moderate”, can be debated. Still, using the conventional SMD-
guidance the estimate is clearly within what is usually considered “moderate” (Cochrane Handbook 
12.6.2, Re-expressing as using rules of thumb for effect sizes), and the MD-estimate is well above the 
minimal clinically important difference. However, we accept your suggestion not to use any 
categorisation of the effect size, as you are insisting on this. 

Number 3, Loss to follow ups, raised by a co-editor: The co-editor raises two objections. First, he 
thinks that loss to follow ups should be used as an indication of adverse events. This is contrary to 
guidance in the Cochrane Handbook (14.3.2  Withdrawal or drop-out as an outcome measure for 
adverse effects). The co-editor also claims there is a problem with the data in a table since for some 
studies the “N” (total number of participants) minus the drop-outs does not add up to the “n” 
(number of participants included in the analyses). The explanation is straightforward: In intention-to-
treat analyses you include participants to the extent that you have usable data, including for drop 
outs. There is also some variation on how this is done across the various studies. This is also 
described in the Cochrane Handbook (16.2.1. Introduction to Intention to treat analysis). 
Consequently, we reject both this points of criticism. Let me know if we have overlooked something 
around the drop outs-issue – I struggled to fully grasp the comments from the co-editor. Please, also 
bear in mind that this was a new topic that was brought up in the last round. Thus, if this issue were 
to influence your decision we should be given a sufficiently clear explanation of what the problem is. 

Now, to the most difficult problem, issue Number 1: The grading of the fatigue-outcome that we 
have concluded is based on moderate certainty evidence, but you claim should be downgraded to 
“low”. You state that there are three reasons for downgrading. Let me go through each of them: 

• Lack of blinding: Yes, we have downgraded for this. 

• Heterogeneity: No, we have not downgraded for this, and we have explained why in the 
text: The (statistical) heterogeneity is due to a single study. When that study is excluded, the 
heterogeneity disappears. However, the effect size remains above the standard threshold 
for considering a SMD effect size “moderate” also after excluding the “outlier study”. Since 
we found no good reasons for excluding the study other than it being an outlier, we viewed 
it methodologically flawed to exclude it. In our view, disregarding the study because the 
data “don’t fit” would be a flawed, data-driven decision. 

• Imprecision: Our reading of the GRADE-handbook tells us that in a case like ours, if the 95% 
CI crosses the line of no effect, downgrading is warranted. You opine that downgrading is 
warranted if the 95% CI crosses the line for minimal clinically important difference. I have 
consulted five experienced systematic reviewers about this specific issue. I should point out 
that they were all from in-house and some of them have been involved in this review 
(though not as authors), three of them have been heavily involved in the GRADE Working 
group, and one is currently a member of the GRADE guidance group. None of them agreed 
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with you. All, but one supported the review authors’ view. The last one did not provide a 
clear judgement, but said that it is not unusual for reasonable people to disagree in the 
grading process. 

  
However, judging from the correspondence so far, it seems clear that you are determined not to re-
assess or negotiate your position, independent of what kind of arguments I present. If that is the 
case, we’re in an impasse on this issue. 
  
Still, I am willing to make an attempt at finding a pragmatic solution, i.e. I propose a compromise, 
which Andy Oxman suggested to me: We can grade the evidence as “low-moderate” (or “low to 
moderate”). I have managed to convince the authors to accept this proposition. 
  
Some practical issues will arise, e.g. which term shall we use to reflect the grading? Usually 
“probably” is used for moderate level evidence, while “may” is used for low level. We are willing to 
accept “may”. 
  
In practice, this would entail that the abstract would have this sentence (highlighted where there are 
changes): 

Exercise therapy may reduce fatigue at end of treatment (SMD -0.66, 95% CI -1.01 to -0.31, 7 studies, 
840 participants, low to moderate certainty evidence, re-expressed MD -3.4, 95% CI -5.3 to -1.6, scale 
0 to 33) 

We would also have to agree on how to describe why the grading can be assessed either as low or as 
moderate, explaining why we ended up using a combination. 
  
Interestingly, one of your reviewers (Eccleston) suggested something similar, he wrote: 
“I would say something like 
Implications for practice: there is low to moderate quality evidence that exercise therapy may 
contribute to a reduction in fatigue after the treatment.” 
  
Atle 
  
Atle Fretheim 
Director of Research and Innovation  
Head of Centre, Centre for Informed Health Choices 
Division for Health Services 
Norwegian Institute of Public Health  
PO Box 222, Skøyen, N-0213 Oslo, Norway 
Visiting address: Sandakerveien 24C, inngang D11 
Mob: (+47) 91649828  
Email: atle.fretheim@fhi.no  
www.fhi.no  
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